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B a c k g round to the AGREE Instrument

Most countries face common challenges in delivering consistent, appropriate and high quality

health care within available resources. Clinical practice guidelines are one of the important options

to support and promote good clinical practice, to make patient care more effective and to help

achieve better outcomes for patients. However, to ensure that clinical guidelines improve patient

care they should meet minimum quality criteria. In the mid nineties there were renewed calls for

the establishment of international methodologies to promote the rigorous development of clinical

guidelines and to assess their quality and their impact on practice.

In response, a group of researchers from 13 countries developed the Appraisal of Guidelines

Research and Evaluation (AGREE) Instrument as part of a research project funded by the EU

Biomedicine and Health Research (BIOMED 2) 1994 -1998 Programme (BMH4-98-3669). The

objectives of the project were to provide a framework to create a coordinated international

approach to the appraisal of clinical guidelines and to identify potential areas for harmonisation

of guideline development. 

The AGREE Collaboration has a broad constituency of academic institutions and guideline

development agencies. The individuals and organisations who participated in the AGREE work are

presented in Appendix 1.

Development and validation of the instrument

The purpose of the AGREE Instrument is to provide a systematic framework for assessing key

components of guideline quality including the process of development and the reporting of that

process. The instrument does not provide specific criteria to assess the clinical content of the

guideline or the quality of the supporting evidence. However, for an overall assessment of

guideline quality these also need to be considered.

To develop the instrument a multi-staged approach was used that included item generation,

selection and scaling process, field-testing and refinement procedures. Six theoretical quality

domains were considered: (1) scope and purpose, (2) stakeholder involvement, (3) rigour of

development, (4) clarity and presentation, (5) applicability and (6) editorial independence. An

initial list of 82 items was generated from existing instruments, checklists and relevant literature

that addressed these domains. After several rounds of consultation a first draft instrument was

created that comprised of 24 items.  
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This draft was then field-tested on 100 guidelines from eleven of the participating countries with

195 appraisers. After refinement a second draft was field-tested using a random sample of three

guidelines per country from the original 100, with 70 newly recruited appraisers. The final version

of instrument contains 23 items grouped into the six domains.

Acceptability of the instrument was high: 95% of the appraisers found the instrument easy to apply

and perceived it to be useful for judging the quality of guidelines. Reliability was satisfactory for

most domains: Cronbach’s  _ ranged from 0.64 to 0.88; inter-rater reliability (i.e. intra class

correlations) ranged from 0.57 to 0.91 with four appraisers per guideline. More details about the

validation study can be found in:  The AGREE Collaboration.  Development and validation of an

International Appraisal Instrument for assessing the quality of clinical practice guidelines: the

AGREE Project. Qual Saf Health Care 2003;12:18-23. 

Aim of the training manual 

The purpose of this manual is to provide practical assistance to people wishing to appraise clinical

guidelines with the AGREE Instrument. It is a complement to the instrument and needs to be used

in conjunction with it. The manual can be used in the context of training workshops, which could

target different groups such as healthcare providers, guideline developers, policy makers and

managers. An example of a workshop is provided in Appendix 2.  This includes a presentation

describing the background and development of the AGREE Instrument. The manual can also be

used as a template for developing training manuals in languages other than English. 

How to use the manual 
For each item of the twenty three items information is provided to help understand the
issues and concepts addressed. Suggestions for rating the items are presented. This is
followed by extracts selected from guidelines published in Anglophone countries as
illustrations of ‘good’ reporting. In some of these, part of the text is highlighted to help to
identify the crucial phrases for a high score. For items 7 and 22 high-rating examples are not
yet available. We would like to encourage users of this manual to provide examples for
these items.
A short appraisal form is provided in Appendix 3, which could be used with the full
instrument to fill in the item scores. The form allows an overview of item scores, which may
help when comparing scores between different appraisers and when calculating domain
scores. 
F i n a l l y, instructions for completing an overall judgement of the guideline are provided. This
includes a considered judgement of the item and domain scores and the clinical aspects of
the recommendations. 



Agree Instrument Training Manual
2 - SUMMARY OF THE INSTRUMENT AND GENERAL INSTRUCTIONS

4

The AGREE Instrument contains 23 key items categorised in six domains. Each domain is intended

to capture a separate dimension of guideline quality. 

- Scope and purpose (items 1-3) is concerned with the overall aim of the guideline, the specific 

clinical questions and the target patient population. 

- Stakeholder involvement (items 4-7) focuses on the extent to which the guideline represents 

the views of its intended users. Guideline development should involve all stakeholders whose 

activities are likely to be covered in the proposed guideline. This should also include patient groups. 

- Rigour of development (items 8-14) relates to the process used to collect and synthesise the 

evidence, the methods to formulate the recommendations and to update the guideline. This 

includes information about the literature searches that were carried out, criteria used to select 

the evidence and the methods used for formulating the recommendations. The 

recommendations should be explicitly linked to the supporting evidence. A guideline should be

reviewed externally before publication and should contain a clear statement about the 

procedure for updating them.

- Clarity and pre s e n t a t i o n (items 15-18) deals with the language and format of the guideline. 

Because the main role of guidelines is to help clinicians and patients make better decisions, busy

clinicians need simple, patient-specific, user-friendly guidelines that are easy to understand. A 

good guideline presents clear information about the management options available and the 

likely consequences of each. 

- A p p l i c a b i l i t y (items 19-21) pertains to the likely organisational and cost implications of applying

the guideline. Guidelines should be feasible to use in the current organisation of care and must

fit within routine practice and the time constraints of the job. In addition, review criteria should

be derived from the key recommendations.

- Editorial independence (items 22-23) is concerned with the independence of the 

recommendations and acknowledgement of possible conflict of interest from the guideline 

development group. An increasing number of guidelines are funded, directly or indirectly, by 

external funding. Those who fund guidelines may have a vested interest. There should be an 

explicit statement that the views or interests of the funding body have not influenced the final

r e c o m m e n d a t i o n s .

To help users understand the items, the instrument contains a user guide with explanatory notes.

Each item is scored on a four-point Likert scale. The AGREE Instrument contains a set of instructions

on how to calculate the domain scores. It also includes an overall assessment as to whether the

guideline should be recommended or not for use in practice.
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SCOPE AND PURPOSE

Item 1. The overall objective(s) of the guideline is (are) specifically described

One of the key initial tasks in the process of guideline development is to define the scope of the

guidelines as this helps the group determine the most appropriate development strategy and

clarify the questions they seek to answer. The overall objective(s) of the guideline should be

described in detail, including the expected health benefits from the guideline.

Rating the item

Examine the opening paragraphs/chapters for a description of the scope and purpose of the

guideline. In some cases the rationale or need for the guideline is described in a document

separately from the guideline, for instance in the guideline proposal. 

Guidelines for rating item 1:

4: Strongly Agre e the guideline describes its objectives as well as the impact on 
society clearly and specifically

3-2: Agre e / D i s a g re e the guideline only describes its objectives in general terms such
as “improving the quality of care” or “reducing costs”

1: Strongly Disagre e the guideline does not describe its objectives at all
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Examples for a 4 rating

Example 1. Scottish Intercollegiate Guidelines Network (SIGN). 
Management of Sore Throat and Indications for To n s i l l e c t o m y. 
SIGN Publication 34, 1999. www. s i g n . a c . u k .

1.1 BACKGROUND: THE NEED FOR A GUIDELINE
The management of sore throat in general practice and the further progress to tonsillectomy in a
number of cases results in significant use of health service resources. In most cases, the condition
is relatively minor and self-limiting. Sore throat has few long term adverse health effects. However,
a significant number of patients experience unacceptable morbidity, inconvenience, and loss of
education or earnings due to recurrent sore throat. As a result, patients present to general
practitioners, who may actively treat them with antibiotics of questionable efficacy and
considerable aggregate cost.
A proportion of these patients are referred to ENT surgeons, who may recommend surgery on
criteria which are based on precedent, personal experience and a belief of benefit, rather than
good scientific evidence. Tonsillectomy has an appreciable perioperative morbidity, a complication
rate of around 2%, and the outcome is as yet undefined. However, in most cases, patients (or their
parents) seem  satisfied with the operation and to benefit from it (see section 6.1). 2 The paucity
of good quality literature addressing an area of long established practice does not inevitably mean
that that practice is valueless. A guideline for management of acute and recurrent sore throat
based on a systematic review of the literature (see Annex 1) has the potential to benefit patient
care in addition to encouraging more efficient and effective use of health service resources. The
guideline should consider optimal management, such that patients are not denied eff e c t i v e
treatment which may reduce long term morbidity and minimise unproductive time due to illness.

1.2 AIM OF THE GUIDELINE
This guideline presents evidence-based recommendations for the management of acute and
recurring sore throat and indications for tonsillectomy. Note that the guideline considers only
tonsillectomy for recurring sore throat. It does not address tonsillectomy for suspected malignancy
or as a treatment for sleep apnoea, peritonsilar abscess, or other conditions. The published
literature is mainly concerned with a paediatric population and there is little evidence concerning
the management of recurring sore throats in adults. The aim of this guideline is to suggest a
rational approach to the management of acute sore throat in general practice and to pro v i d e
reasonable criteria for referral for tonsillectomy. The guideline also provides examples of patient
information leaflets which may assist in management and facilitate decision making about
operation (see Annexes 2 and 3) and suggests areas where further research could be productive
(see section 7.2).

Comment: “a rational approach to the management of acute sore throat in general practice” is a
general aim, “to provide reasonable criteria for referral for tonsillectomy” is a specific aim.
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Examples for a 4 rating

Example 2.  C e n t re for Health Services Research, University of Newcastle upon Tyne and the 
Medicines Evaluation Group, Centre for Health Economics, University of York. 
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000.
w w w. n i c e . o r g . u k

S C O P E
The scope of this first edition of the guideline is necessarily limited to addressing key areas of
current clinical uncertainty. Our focus is on the provision of recommendations for the primary care
management of secondary prophylaxis for patients who have experienced an MI.
There have been a number of recent developments in secondary prophylaxis for patients who
have experienced an MI.

- Several new treatments have become available over the last decade. The cholesterol lowering 
statins have been widely studied and promoted. The use of beta-blockers in patients with heart
failure has been the subject of considerable research over the last few years. Angiotensin 
converting enzyme (ACE) inhibitors have been evaluated in patients who experienced an acute
MI (both with and without signs of left ventricular dysfunction or heart failure) and in patients
with heart failure (many of whom have previously experienced an MI). There is continued 
interest and controversy concerning the role of antiplatelet agents in this patient group. 
Calcium channel Blockers and, to a lesser extent, potassium channel activators, have both been
evaluated in large scale mortality trials as has the effect of nitrates on major morbidity and 
m o r t a l i t y. Non-drug treatments, in particular dietary measures and rehabilitation, have been 
the subject of considerable interest and the dietary measures have been subjected to large-scale
r e s e a r c h .

- Given the range of treatments available, it is increasingly important to examine the value of 
each and the extent to which treatments might be complementary. Thus, the aim of this 
guideline is to provide evidence-based guidance on the value of different treatment options 
and their prioritisation.
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Item 2. The clinical question(s) covered by the guideline is (are) specifically described

Once the scope of the guideline has been determined it is possible to refine the work plan into

structured clinical questions. These help the guideline development group focus on evidence that

is relevant to patients and clinicians. Because they are also the starting point for the systematic

literature review they need to be as clear and focused as possible, defining the target population,

the intervention or exposure, the outcome, and form of comparison (e.g. with standard treatment

or between alternative new therapies). 

Rating the item

Examine the opening paragraphs/chapters for a description of the scope and purpose of the

guideline. In some cases the questions are described in a document separately from the guideline,

for instance in a search specification. 

Guidelines for rating item 2:

4: Strongly Agre e the questions that are covered by the guideline are specifically 
d e s c r i b e d

3-2: Agre e / D i s a g re e the questions are described in general terms

1: Strongly Disagre e there is no description of the questions in the guideline or 
related documents
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Item 2 - Examples for a 4 rating

Example 1. Cancer Care Ontario Practice Guidelines Initiative. Guideline Management of Ductal
C a rcinoma In Situ of the Breast. Practice Guideline Report No. 1-10, 2002.
w w w. c c o p e b c . c a

QUESTIONS 
Original: January 1998 
1. What is the optimal surgical management of ductal carcinoma in situ (DCIS) of the breast? 
2. Should breast irradiation be offered to women with DCIS following breast conserving surgery 

(or lumpectomy, defined as excision of the tumour with clear resection margins)? 
3. Are there patients who can be spared breast irradiation post lumpectomy for DCIS?
Update: February 2002 

In addition to the original questions: 
1 . How should DCIS be classified? 
2. What is the role of tamoxifen in this treatment population? 

Example 2. C e n t re for Health Services Research, University of Newcastle upon Tyne and the 
Medicines Evaluation Group, Centre for Health Economics, University of Yo r k .
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000.

In light of these developments, the guideline will address a number of related questions.
1. What are the benefits in mortality and major morbidity from treatment with statins, beta-

blockers, ACE inhibitors, antiplatelet agents, calcium channel blockers, potassium channel 
activators, cardiac rehabilitation, and Mediterranean diet or polyunsaturated fatty acids in 
patients who have experienced an MI?

2. What are the benefits in identifiable major subgroups of patients who have experienced an 
MI? (The main clinical area examined here is the subgroup of patients who develop heart 
failure following an MI).
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Item 3. The patients to whom the guideline is meant to apply are specifically described

The intended patient population should be explicitly defined. In most cases, this means that

the disease state that the guideline is concerned with should also be clearly defined. Criteria

such as age range, and severity of disease may also be included. This forms part of the

definition of the key questions which the guideline will address (see item 2).

Rating the item

Examine the opening paragraphs/chapters for a description of the target population of the

guideline. The exclusion of some patient populations (for instance children) is also covered

by this item. 

Guidelines for rating item 3:

4: Strongly Agre e the guideline provides a clear definition of the target 
population, so that the guideline users know exactly to whom 
the guideline should be applied.

3-2: Agre e / D i s a g re e the guideline provides a definition of the target population, but
it is not clear or ambiguous

1: Strongly Disagre e the guideline does not provide a definition of the target 
population at all
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Item 3 - Examples for a 4 rating

Example 1. Cancer Care Ontario Practice Guidelines Initiative.
Guideline Management of Ductal Carcinoma In Situ of the Breast. Practice Guideline
Report No. 1-10, 2002.

Target Population 
These recommendations apply to adult patients with ductal carcinoma in situ of the breast. 

Example 2. Scottish Intercollegiate Guidelines Network (SIGN)
Management of Early Rheumatoid Arthritis. SIGN Publication 48, 2000. 
w w w. s i g n . a c . u k .

1.3 Remit
This guideline addresses diagnosis of early RA, its pharmacological treatment, and the role of the
multidisciplinary team in improving care of the RA patient. It is hoped that the guideline will
inform standards for practice for rheumatologists, general practitioners (GPs), rheumatology nurse
specialists, physiotherapists, occupational therapists, dietitians, podiatrists and pharmacists. 
At present there is no formal definition of 'early RA'. It is defined in this guideline as disease
duration of <5 years from onset of symptoms.
The guideline does not cover:
- Treatment of co-morbidity (e.g. anaemia, osteoporosis) 
- Complications of drug therapy and their management 
- Treatment of extra-articular disease (e.g. vasculitis, ocular complications, amyloid) 
- Surgical intervention 
- Management of children with arthritis. 
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STAKEHOLDER INVOLVEMENT

Item 4. The guideline development group includes individuals from all relevant

professional groups

There is no blueprint for which professional groups should be involved in the guideline

development group as this needs to be tailored to the subject covered by the guidelines and

the expected role of the parties whose activities will be covered by the recommendations. As

a minimum, the guideline group should have a representation of all the professional groups

that are likely to use the guidelines. Information about the composition of the guideline

development group, including the affiliation and discipline of the group members, should be

provided (e.g. as an annex).

Rating the item

Examine the opening paragraphs/chapters, acknowledgement section or Annexes for the

composition of the guideline development group. 

Guidelines for rating item 4:

4: Strongly Agre e the guideline development group includes all relevant 
d i s c i p l i n e s

3-2: Agre e / D i s a g re e the guideline development group does not include all relevant
d i s c i p l i n e s

1: Strongly Disagre e the guideline does not provide any information about the 
guideline development group or only provide author names 
without information about their disciplines
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Item 4 - Examples for a 4 rating

Example 1. C e n t re for Health Services Research, University of Newcastle upon Tyne and the 
Medicines Evaluation Group, Centre for Health Economics, University of York. 
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000.
w w w. n i c e . o r g . u k

Guideline development gro u p
The guideline development group was composed of four types of members: relevant health care
professionals; a patient/carer representative; specialist resources; and a specialist small-group
l e a d e r.

It was important that the health care professionals represented the appropriate sectors (Russell et
al.,1993). The sectors approached were general practitioners, cardiologists, nurses and health
authority representatives. These group members were invited to ensure adequate relevant
discussion of the evidence, of areas where there was no evidence, and of the subsequent
recommendations in the guideline. Unfortunately, the nurse member of the group was unable to
attend the first three meetings and left the group.

The research team consisted of the specialist resources (NF and JM) and the development group
leader (ME). The specialist resources were a health services researcher and a health economist. The
research team was responsible for reviewing and summarising the literature on clinical
e ffectiveness, safety, quality of life and health economics and feeding this information back to the
group. The group leader had the role of ensuring that the group worked eff e c t i v e l y. The research
team was responsible for the drafting of the guideline and the resourcing of the guideline
development group.

The members of the development group were (in alphabetical order):
John Cleland Professor of Cardiology, Castle Hill Hospital, Hull
Martin Eccles Professor of Clinical Effectiveness, University of Newcastle upon Tyne, and
small group leader
Nick Freemantle Reader in Epidemiology & Biostatistics, University of York and Specialist
R e s o u r c e
Eve Knight British Cardiac Patients’ Association, Bromley, Kent
Keith MacDermott General Practitioner, Yo r k
James Mason Senior Research Fellow, University of York and Specialist Resource
Basil Penney General Practitioner, Darlington, Co Durham
Colin Pollock Medical Director, Wakefield Health Authority
Wendy Ross General Practitioner, Wa l k e r, Newcastle upon Ty n e
Jane Skinner Consultant Community Cardiologist, Royal Victoria Infirmary, Newcastle
Malcolm Thomas General Practitioner, Guide Post, Northumberland
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Item 5. The patients’ views and preferences have been sought 

Because the chief purpose of clinical guidelines is to improve care, patients’ experience and

expectations should inform the development of clinical guidelines. Therefore patients should

be involved at some stage of the guideline development process. 

Rating the item

Examine the opening paragraphs/chapters, acknowledgement section or Annexes for the

composition of the guideline development group and examine the paragraphs on the

guideline development process. 

Guidelines for rating item 5:

4: Strongly Agre e the guideline development group includes patients or patients’
representatives, the guideline has been reviewed by patients’ 
representatives or a survey of patients’ views and preferences 
has been conducted

3-2: Agre e / D i s a g re e patients are mentioned in the guideline or related documents 
but there is no information that they are involved in the 
guideline development process (see item 4) 

1: Strongly Disagre e the guideline does not provide any information about patients’
views or expectations.
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Item 5 - Examples for a 4 rating

Example 1. Extract from: Core interventions in the treatment and management of 
s c h i z o p h renia in primary and secondary care,  National Collaborating Centre
for Mental Health, commissioned by the National Institute for Clinical 
Excellence.  Section 3.2.3 Service users and carers, page 46. December 2002.
Available at: www. n i c e . o r g . u k / p d f / C G 1 . f u l l g u i d e l i n e . p d f

Individuals with direct experience of services gave an integral service user focus to the GDG and
the guideline. The GDG included a service user, a carer, and a former service user. They contributed
as full GDG members to writing the clinical questions, helping to ensure that the evidence
addressed their views and preferences, highlighting sensitive issues and terminology associated
with schizophrenia, and bringing service-user research to the attention of the GDG. In drafting the
guideline, they edited the first draft of the guideline’s introduction and identified good practice
points from the service user and carer perspective; their suggestions were incorporated before
distributing the draft to the GDG for further review.
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Item 6. The target users of the guideline are clearly defined.

The target users should be clearly defined in the guideline, so they can immediately

determine if the guideline is relevant to them. For example, the target users of a guideline

on low back pain might include general practitioners and practice nurses, neurologists,

orthopaedic surgeons, rheumatologists, and physiotherapists.

Rating the item

Examine the opening paragraphs/chapters for a description of the target users of the

guideline.

Guidelines for rating item 6:

4: Strongly Agre e the guideline clearly defines the target users

3-2: Agre e / D i s a g re e the guideline does not clearly define the target users 

1: Strongly Disagre e the guideline does not provide any information on the target 
u s e r s
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Item 6 - Examples for a 4 rating

Example 1. New Zealand Guidelines Group. Guidelines for the management of heavy 
menstrual  bleeding, 1998. 
w w w. n z g g . o r g . n z

1 . 2 Objectives of Guideline
The objective of this Guideline is to provide recommendations for the management of regular
heavy menstrual bleeding in women where no pathology is detected that are based on the best
evidence available. It is primarily aimed at general practitioners and gynaecologists, but it is hoped
that a wider audience will find it helpful.

Example 2. Scottish Intercollegiate Guidelines Network (SIGN). 
Management of Early Rheumatoid Arthritis. 
SIGN Publication 48, 2000. w w w. s i g n . a c . u k .

1.3 Remit
This guideline addresses diagnosis of early RA, its pharmacological treatment, and the role of the
multidisciplinary team in improving care of the RA patient. It is hoped that the guideline will
inform standards for practice for rheumatologists, general practitioners (GPs), rheumatology nurse
specialists, physiotherapists, occupational therapists, dietitians, podiatrists and pharmacists. 
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Item 7. The guideline has been piloted among target users.

Like all interventions, guidelines should be pre-tested in practice for further validation before

widespread implementation. This enables the guideline development group to obtain

valuable feedback about the feasibility practicality and acceptability of the

recommendations.

Rating the item

Examine the paragraphs describing the guideline development process. 

Guidelines for rating item 7:

4: Strongly Agre e the guideline provides clear information about the pilot testing
of the guideline among its target users in clinical practice

3-2: Agre e / D i s a g re e the guideline provides information about consulting the target
users on the feasibility of the guideline in practice (for instance
in the peer review process), but without actual testing the 
guideline in practice

1: Strongly Disagre e the guideline was not pilot tested or does not provide any 
information on this process
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Item 7: Examples for 4 rating

No example available yet.
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RIGOUR OF DEVELOPMENT

Item 8. Systematic methods were used to search for evidence

Because the biomedical literature is enormous a single source cannot yield all the required

evidence. A search strategy that incorporates a wide range of sources is more likely to locate

all the relevant evidence. Details of the strategy used to search for evidence should be

provided, including key search terms used, time period covered, and sources consulted.

Sources may include electronic databases (e.g. MEDLINE, EMBASE, CINAHL), databases of

systematic reviews (e.g. the Cochrane Library, DARE). The literature search should address

each of the key questions (see item 2)

Rating the item

Examine the paragraphs describing the guideline development process. In some cases the

search strategies are described in separate documents or in an Annex to the guideline.

Guidelines for rating item 8:

4: Strongly Agre e the guideline provides clear information about the search 
s t r a t e g y, including databases or other sources, and the search 
terms used. Alternatively, the guideline is based on a published
systematic review or meta-analysis of good quality (e.g. 
Cochrane Review)

3-2: Agre e / D i s a g re e the guideline provides information about the search methods 
but without including search terms

1: Strongly Disagre e the guideline did not use systematic methods or does not 
provide any information on how the evidence was searched
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Item 8 - Examples for a 4 rating

Example 1. S e a rch protocol SIGN guideline Management of Cutaneous Malignant Melanoma

Database coverage:
The following databases will be searched for all or part of the list of key questions:
6. Cancerlit 
7. CINAHL (for some areas) 
8. Cochrane Library 
9. Embase 
10. HEED 
11. Medline 
12. NEED 
An initial search will be carried out using a search filter to identify guidelines and systematic reviews.
Coverage of subsequent searches will depend on the results of this search, and the extent to which results
answer the key questions. All searches will cover the period from 1993 onwards for Systematic Reviews in
the first instance.
In addition a number of Internet sites will be searched for Systematic Reviews and Existing Guidelines.
13. Cancernet 
14. National Guidelines Clearinghouse 
15. OMNI/Biome 
16. Other Medical Search Engines 
S e a rch strategies will be based on the following Medline strategy:
15. Exp Melanoma/ 
16. Melanoma.tw. 
17. 1 or 2 
18. Exp mass screening/ 
19. Screen$.tw. 
20. Exp Sensitivity and specificity/ 
21. Family history. t w. 
22. Exp Genetic predisposition to disease/ 
23. Exp Family Health/ 
24. Early detection.tw. 
25. Follow up.tw. 
26. Exp Aftercare/ 
27. Early diagnosis.tw. 
28. Exp Palliative care/ 
29. Exp referral and consultation/ 
30. Self referral.tw. 
31. Referral.tw. 
32. Exp diagnostic imaging/ 
33. MRI.tw. 
34. PET. t w. 
35. CT. t w. 
36. Or/4-21 
37. Exp primary prevention/ 
38. Exp health education/ 
39. Exp health promotion/ 
40. Exp patient education/ 
41. Exp self-help groups/ 
42. Support group$.tw. 
43. Exp Physician-patient relations/ 
44. Leaflet$.tw. 
45. Exp pamphlet/ 
46. Exp Internet/ 
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47. Booklet$.tw. 
48. Exp Mass media/ 
49. Exp patient care team/ 
50. Multidisciplinary care.tw. 
51. Exp professional education/ 
52. Professional education.tw. 
53. Or/23-38 
54. Exp hematologic tests/ 
55. Blood test$.tw. 
56. Dermatoscopy. t w. 
57. Exp microscopy/ 
58. Histogen$.tw. 
59. Breslow. t w. 
60. Clark level.tw. 
61. Inflammatory reaction.tw. 
62. Inflammatory regression.tw. 
63. Lymphatic involvement.tw. 
64. Vascular involvement.tw. 
65. Exp lasers/ 
66. Exp lymph node excision/ 
67. Lymph node dissection.tw. 
68. Sentinel node biopsy. t w. 
69. Radial.tw. 
70. Ve r t i c a l . t w. 
71. Surgical clearance.tw. 
72. Exp neoplasm staging/ 
73. Or/40-58 
74. Exp biopsy/ 
75. Punch biopsy. t w. 
76. Excision.tw. 
77. Exp Surgery/ 
78. Exp radiotherapy/ 
79. Exp perfusion, regional/ 
80. Isolated limb perfusion.tw. 
81. Or/60-66 
82. 22 or 39 or 59 or 67 
83. 68 and 3 
Set 69 will be combined with search filters for systematic reviews or other types of study as
r e q u i r e d .

E x c l u s i o n s .
Search terms relating to drug or chemotherapy have been specifically excluded as it is expected
that they would generate a large number of hits that are not relevant to the topic of this
g u i d e l i n e .
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Item 9. The criteria for selecting the evidence are clearly described

The literature search must balance specificity (the ability to identify papers that closely match

the coverage of the question) with sensitivity (the ability to find maximum number of papers

of possible relevance). The initial search may therefore produce many papers that have no

direct bearing on the key question. Guideline developers can select out these irrelevant

papers using explicit inclusion and exclusion criteria that define, for example, the study type

or size, geographical location, date, or specific clinical criteria. These should be explicitly

described and reasons for excluding evidence should be clearly stated. 

Rating the item

Examine the paragraphs describing the guideline development process. In some cases the

inclusion or exclusion criteria for selecting the evidence are described in separate documents

or in an Annex to the guideline.

Guidelines for rating item 9:

4: Strongly Agre e the guideline explicitly describes the inclusion and exclusion 
criteria for selecting the evidence

3-2: Agre e / D i s a g re e the guideline only provides general information about the 
selection of evidence

1: Strongly Disagre e the guideline does not describe the selecting criteria
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Item 9 - Examples for a 4 rating

Example 1. Cancer Care Ontario Practice Guidelines Initiative.
Guideline First-line Chemotherapy for Postoperative Patients with Stage II, III
or IV Epithelial Ovarian Cancer, Fallopian Tube Cancer, or Primary Peritoneal
C a n c e r, 2002. 
w w w. c c o p e b c . c a

Inclusion Criteria
Articles were selected for inclusion in this practice guideline report if they met all of the following criteria: 
1. They were reports of randomised controlled trials (RCT) or meta-analyses of first-line 
chemotherapy for ovarian, fallopian tube or primary peritoneal cancer. Comparisons of 
paclitaxel-and-platinum-based chemotherapy with platinum-based chemotherapy without 
paclitaxel, or comparisons of paclitaxel plus carboplatin with paclitaxel plus cisplatin as first-line 
treatment were of particular interest; 
2. The trial included patients with stage II, III or IV epithelial ovarian cancer, fallopian tube cancer, 
or primary peritoneal cancer (please see Appendix 2 for staging information for ovarian cancer); 
3. The article reported data on survival for each intervention group. 

Clinical trial results reported in either full papers or abstracts were eligible. Evidence-based clinical practice
guidelines from other guideline-development groups were also eligible for inclusion. 

Exclusion Criteria
1. Studies that evaluated the use of chemotherapy with bone marrow or stem cell transplantation 
were excluded. 
2. Because resources available for translation were limited, foreign language publications were 
e x c l u d e d .

Example 2. New Zealand Guidelines Group. Guidelines for the management of heavy 
menstrual bleeding, 1998. w w w. n z g g . o r g . n z

2 . 2 A s s e s s m e n t
There are a number of questions that need to be addressed when considering how to assess women with
heavy menstrual bleeding.  
- how should the extent of heavy menstrual bleeding be assessed?  
- which women require an assessment of their endometrium to exclude hyperplasia (abnormal cells that

have the potential to develop into uterine cancer)? 
- which is the best method to assess the endometrium - transvaginal ultrasound or endometrial 

biopsy or hysteroscopy?
- which is the best method for biopsying the endometrium?

This section on diagnostics attempts to answer these questions using research evidence.  Comparative cross-
sectional studies and randomised controlled trials (RCTs) of different diagnostic methods have been
identified.  If the sensitivity and specificity of the diagnostic tests were not reported or if there was no “gold
standard” test they were excluded (see evidence tables Section 3.1).  Sixteen diagnostic studies were
identified by electronic searching and by searching reference lists.  Eight compared transvaginal ultrasound
and biopsy, 5 compared dilatation and curettage (D & C) and biopsy, and 2 compared objective menstrual
blood loss measurements with a pictorial blood assessment chart.
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Item 10. The methods used for formulating the recommendations are clearly described

A key stage in guideline development is the method by which the recommendations are

constructed. Because evidence rarely lends itself to direct translation into recommendations

it is likely that most guidelines will involve at least some extrapolation. This part of the

process requires the group to agree and this is usually achieved by consensus. The methods

by which the final decisions are reached, and areas of disagreement should be recorded to

ensure that the basis of the guideline development group’s recommendations is transparent. 

Rating the item

Examine the paragraphs describing the guideline development process. In some cases the

methods used to formulate the recommendations are described in separate documents or in

an Annex to the guideline.

Guidelines for rating item 10:

4: Strongly Agre e the guideline provides a clear description of the methods used 
to formulate the recommendations. If informal consensus 
methods were used, the guideline should describe how areas of
disagreement were resolved

3-2: Agre e / D i s a g re e the guideline provides information about the methods used to
formulate the recommendations, but it is still unclear how final
decisions were arrived at

1: Strongly Disagre e the guideline did not provide any information on the methods
used to formulate the recommendations
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Item 10 - Examples for a 4 rating

Example of consensus methods from the National Collaborating Centre for Chronic Diseases (NCC-CC)

1. Obtaining a formal consensus 
Most guidelines groups consider the assembled evidence and produced recommendations at a
series of meetings – there is a risk that matters considered piecemeal in separate meetings may
not produce a coherent whole.  The NCC-CC thus assembles a larger (and thus more representative
group) for a one day meeting to reconsider the draft guideline document and in particular to
address areas where there is limited evidence by formal consensus

2. Agreeing the re c o m m e n d a t i o n s
The one-day meeting considered the draft guideline using a modified Rand nominal group
t e c h n i q u e :
Are the evidence based statements acceptable and is the evidence cited sufficient to justify the
grading attached?
Are the recommendations derived from the evidence justified and are they sufficiently practical
that they can be implemented prospectively by those at the clinical front line?
There were three types of recommendation to be considered.

(a) A recommendation based on strong evidence - usually non-controversial unless there was 
important evidence that had been missed or misinterpreted

(b) A recommendation that was based on good evidence but where it was necessary to 
extrapolate the findings to make it useful in clinical practice - the extrapolation approved 
by consensus

(c) Recommendations for which no evidence exists but which address important aspects of 
care or management - and for which a consensus on best practice could be reached.
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Item 10 - Examples for a 4 rating

Example of consensus methods from the National Collaborating Centre for Chronic Diseases (NCC-CC)
( c o n t ’ d )

Formal consensus demands that there be some measurable way of assessing the views of the
group.  The methods used in the National Collaboration Centre for Chronic Condition based at the
Royal College of Physicians asked group members to vote on each recommendation using a 1 to
9 Likert scale where 1 implied total disagreement and 9 full agreement with the postulated
wording with intermediate views in between.  Voting occurred in 2 stages.  

The recommendations and evidence upon which they are based is sent to each member at their
home base and members expected to independently complete a voting form describing their
position and the reasons for it.  Results are returned electronically and aggregated using simple
techniques devised by the NCC-CC staff.  

The group assemble for a formal meeting at which the pre-vote can be displayed for all to see on
each recommendation.  If there is already clear agreement the recommendation is accepted.  If
the voting shows disagreement then the issues can be debated and a second vote taken (in real
time) in the meeting (using electronic keypad voting)  and the process repeated until consensus is
reached.  

There is thus a formal record of the voting patterns of the group and of the reasons that led to
changes in view.  

This process has been used successfully by the NCC-CC and will be written up formally during 2003,
but if further information is required more urgently please feel free to contact the centre
administrator who will be pleased to advise you.  
[Robert.grant@rcplondon.ac.uk ]
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Item 11. The health benefits, side effects, and risks have been considered in formulating

the recommendations

The health benefits to be gained from the recommendations should be compared with the

benefits from the next best alternative treatments. The guideline should provide a discussion

of the overall effect of the proposed treatment on final outcomes such as quality of

life/length of life in relation to alternative treatments as well as harms and risks. Some

guidelines may contain a balance sheet to formally itemise the health benefits, harms and

major costs of the interventions covered in the guideline.

Rating the item

Examine the recommendations and the note or text that underpins them.

Guidelines for rating item 11:

4: Strongly Agre e the benefits and harms of applying most of the 
recommendations are discussed

3-2: Agre e / D i s a g re e the benefits and harms of applying some the recommendations
are discussed

1: Strongly Disagre e the guideline does not discuss the benefits and harms of 
applying any recommendation



Agree Instrument Training Manual
INSTRUCTIONS FOR RATING - RIGOUR OF DEVELOPMENT

29

Item 11.  Examples for 4 rating

Example 1. New Zealand Guidelines Group. Guidelines for the management of 

heavy menstrual bleeding, 1998. www.nzgg.org.nz
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Example 2 Scottish Intercollegiate Guidelines Network (SIGN). 
Management of Sore Throat and Indications for To n s i l l e c t o m y. 
SIGN Publication 34, 1999. w w w. s i g n . a c . u k .

5.1 Antibiotics in acute sore throat
In the UK, the significance of the presence of bacterial pathogens in cases of sore throat remains
in doubt37 (see section 3). It is therefore illogical to treat all sore throats with antibiotics and there
is a favourable outcome in the majority of cases even when antibiotics are withheld. An open
study of prescribing strategy in over 700 patients randomised to antibiotic vs. no prescription vs.
delayed prescription for three days showed no difference in the main outcomes.38 It is important
to note that the following exclusion criteria were applied to entry to the trial: other explanations
of sore throat, very ill, suspected or previous rheumatic fever, multiple attacks of tonsillitis, quinsy,
or pregnancy. Even if the sore throat persists, a throat swab to identify group A beta-haemolytic
streptococcus (GABHS) may not be helpful, as the poor specificity and sensitivity of throat swabs
limit their usefulness (see section 3.2). Nevertheless, randomised controlled trials of antibiotic
therapy in patients with acute sore throat in whom GABHS has or has not been isolated (whether
or not causative) have been reported and these are summarised in Annex 4. 

The limited information available is insufficient to support a recommendation on the routine use
of antibiotics in acute sore throat.
- In severe cases, where the practitioner is concerned about the clinical condition of the patient,

antibiotics should not be withheld. (Penicillin V 500 mg, four times daily for 10 days is the 
dosage used in the majority of studies.) 

- Practitioners should be aware that infectious mononucleosis may present with severe sore 
throat with exudate and anterior cervical lymphadenopathy, and should avoid prescription of 
ampicillin-based antibiotics, including co-amoxiclav, as first line treatment. (Evidence level Ib)
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Item 12. There is an explicit link between the recommendations and the supporting

evidence

It is important to link the recommendations to the evidence that underpins them. Each

recommendation should contain a list of references on which it is based or the absence of

evidence should be explicitly stated. 

Rating the item

Define and examine the specific recommendations in the guideline and the note or text

that underpins them.

Guidelines for rating item 12:

4: Strongly Agre e the key recommendations (or most of the recommendations) 
are explicitly linked with the supporting evidence

3-2: Agre e / D i s a g re e some recommendations are explicitly linked with the 
supporting evidence or the link between the specific 
recommendations and the evidence discussed is unclear

1: Strongly Disagre e the guideline only provides a list of references at the end of the
document or does not discuss the evidence at all

Please note that the use of levels of evidence and/or grades of recommendations is not
obligatory for a 4 rating.
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Item 12. Examples for a 4 rating

Example 1.  Scottish Intercollegiate Guidelines Network (SIGN)
Management of Early Rheumatoid Arthritis. SIGN Publication 48, 2000. 
w w w. s i g n . a c . u k .

4.3.4 Sustained DMARD therapy 
While early initiation of therapy is of importance, a sustained input is vital if disease suppression
is to be maintained. Remission is the goal but is seldom achieved. Equally 'cure' is not attained,
thus withdrawal of treatment is seldom appropriate.
Two randomised placebo controlled studies have demonstrated relapse on withdrawal of disease
modifying agents.1,2 In both these studies, disease modifying effect was unequivocal. These
results confirm the efficacy of DMARDs in comparison with placebo, and demonstrate that
sustained prescription of DMARDs is necessary to suppress disease activity. Serial use of DMARDs
has been shown to be safe after 10-15 years.3 Evidence level 1+

DMARD therapy should be sustained in inflammatory disease in order to maintain disease
s u p p ression. (Grade B re c o m m e n d a t i o n )

1. ten Wolde S, Breedveld FC, Hermans J, Vandenbroucke JP, van de Laar MA, Markusse HM 
et al. Randomised placebo-controlled study of stopping second-line drugs in rheumatoid 
arthritis. Lancet 1996; 347: 347-52.

2. Gotzsche PC, Hansen M, Stoltenberg M, Svendsen A, Beier J, Faarvang KL et al. Randomised, 
placebo controlled trial of withdrawal of slow-acting antirheumatic drugs and of observer bias
in rheumatoid arthritis. Scan J Rheumatol 1996; 25: 194-9.

3. Sokka T, Hannonen P. Utility of disease modifying antirheumatic drugs in "sawtooth" strategy.
A prospective study of early rheumatoid arthritis patients up to 15 years. Ann Rheum Dis 1999;
58: 618-22.
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Example 2  New Zealand Guidelines Group. Guidelines for the management of heavy 
menstrual bleeding, 1998.

2 . 2 . 1 Assessment  of menstrual blood loss
A woman’s perception that her own menstrual blood loss is excessive is the reason for seeking
medical advice and assistance.   The 90th centile for menstrual blood loss from population studies
is 80 mls/cycle (Hallberg 1966).  There is a poor correlation between the reporting of heavy
menstrual bleeding by women and menstrual blood loss (MBL) of ≥ 80 mls.  Only 46 - 62% of
women who describe heavy menstrual periods will have a blood loss greater than 80 mls (Chimbira
1980a, Rees 1982, Fraser 1984, Janssen 1995, Gannon 1996).  There is also a poor correlation
between the amount of sanitary protection material used and MBL (Chimbira 1980a, Fraser 1984).  

The method for measuring MBL is the alkaline haematin tests (Hallberg 1996).  This involves
women collecting all sanitary protection material and soaking it for 48 hours in sodium hydroxide
(or detergent) and the optical density of the solution is then compared against a sample of the
w o m e n ’s venous blood.  The MBL is then calculated.  This is a research technique not available in
New Zealand.  

A simpler, less time consuming method that does not involve the collection of all sanitary materials
is the pictorial blood loss assessment chart (PBAC) (see Appendix 6.4).  This method has been
validated against measured MBL in 2 studies and has demonstrated a better correlation than
history alone (Higham 1990, Janssen 1995). The pictorial chart records the number of minimally,
moderately and completely stained pads/tampons and applies a score for each. If the prevalence
of MBL ≥80 mls/cycle is 46% in the community and a woman has a PBAC score greater than ≥185,
then the likelihood of an individual woman having MBL ≥80 mls/cycle is 75%, while if PBAC score
< 185 then the likelihood is 8% (Janssen 1995).   Unfortunately, it has not been used widely in a
general practice setting, so its value in primary care is yet to be established.  It may have a role,
h o w e v e r, in reassuring women by providing low scores or in helping to assess  those women with
normal haemoglobin levels.

R e c o m m e n d a t i o n
Women who have a normal haemoglobin level should be encouraged to chart their menstrual
blood loss by using a pictorial blood loss assessment chart (Grade B)
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Item 13. The guideline has been externally reviewed by experts prior to its publication

Guidelines should be subjected to external scrutiny before they are published in the public

domain. This should be carried out by expert referees who are independent from the

guideline development process. A list of the reviewers and their affiliation should be

provided and the methodology used for the review should be described. This may include the

process used for dealing with comments.

Rating the item

Examine the paragraphs describing the guideline development process and the

Acknowledgement section.

Guidelines for rating item 13:

4: Strongly Agre e the guideline provides clear information on the external review
process, including a list of reviewers and their aff i l i a t i o n

3-2: Agre e / D i s a g re e the guideline mentions that the guideline has been externally 
reviewed but there is no information provided about the 
m e t h o d o l o g y

1: Strongly Disagre e the guideline has not been externally reviewed or does not 
provide any information on this process
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Item 13. Example for 4 rating

Scottish Intercollegiate Guidelines Network (SIGN)
Management of Stable Angina. SIGN Publication 51, 2001. w w w. s i g n . a c . u k .

8.4 Consultation and peer re v i e w
A national open meeting is the main consultative phase of SIGN guideline development. This takes
place whilst the guideline is still in development and gives the guideline development group the
opportunity to present their preliminary conclusions and draft recommendations to a wider
audience. The draft guideline is also available on the SIGN web site for a limited period at this
stage to allow those unable to attend the meeting to contribute to the development of the
guideline. 

Specialist re v i e w e r s
The guideline was also reviewed in draft form by the following independent expert referees, who
were asked to comment primarily on the comprehensiveness and accuracy of interpretation of the
evidence base supporting the recommendations in the guideline. 
Dr Phil Adams - Consultant Cardiologist, Royal Victoria Infirmary, Newcastle 
Dr Miles Fisher - Consultant Physician, Royal Alexandra Hospital, Paisley
Professor Charles Forbes - Consultant Physician, Ninewells Hospital, Dundee 
Dr John Forfar - Consultant Cardiologist, John Radcliffe Hospital, Oxford
Dr Callum Fraser - Clinical Leader, Biomedical Medicine, Ninewells Hospital, Dundee 
Dr John Gillies - GP Guidelines Advisor, Borders Health Board
Professor John Hampton - Professor of Cardiology, Queens Medical Centre, Nottingham
Dr Graham Jackson - Consultant Cardiologist, Guy’s and St Thomas’s Hospital, London
Dr Grace Lindsay - Lecturer in Nursing and Midwifery Studies, University of Glasgow 
Dr Gregory Lip - Consultant Cardiologist, City Hospital, Birmingham 
Dr Mandy MacIver - General Practitioner, Inverness
Ms Mel Miller - S e c r e t a r y, CHD Task Force, Scottish Executive Health Department 
Ms Fiona Reid - Clinical Pharmacist, Royal Infirmary of Edinburgh
Professor Lewis Ritchie - Professor of General Practice, Foresterhill Health Centre, University of
Aberdeen 
Dr Alex Watson - General Practitioner, Westgate Health Centre, Dundee 
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Item 14. A procedure for updating the guideline is provided

Because clinical guidelines need to reflect the latest evidence they need to be updated and

maintained regularly. There should be a clear statement about the procedure for updating

the guideline. This may include timescale, responsibilities and method used.

Rating the item

Examine the introduction paragraph, the paragraphs describing the guideline development

process and the closing paragraphs.

Guidelines for rating item 14:

4: Strongly Agre e the guideline provides clear information on the procedure for 
updating and there is a timescale

3-2: Agre e / D i s a g re e the guideline provides information on the update procedure 
but there is no timescale or the procedure is not clear (or vice 
v e r s a )

1: Strongly Disagre e the guideline does not provide any information on the update
p r o c e d u r e
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Item 14. Example for 4 rating

E x a m p l e Scottish Intercollegiate Guidelines Network (SIGN). 
Management of Sore Throat and Indications for To n s i l l e c t o m y. 
SIGN Publication 34, 1999. w w w. s i g n . a c . u k.

Review of the Guideline
This guideline was issued in 1999 and will be reviewed in 2001, or sooner if new evidence becomes
available. Any amendments to the guideline in the interim period will be noted on the SIGN
website. Comments are invited to assist the review process. All correspondence and requests for
background information regarding the guideline should be sent to:
SIGN Secretariat, Royal College of Physicians, 9 Queen Street, Edinburgh EH2 1JQ,
e-mail: sign@rcpe.ac.uk, www. s i g n . a c . u k .



Agree Instrument Training Manual
INSTRUCTION FOR RATING - CLARITY AND PRESENTATION

38

CLARITY AND PRESENTATION

Item 15. The recommendations are specific and unambiguous

In addition to the scientific process used in building the recommendations, the language

used in the recommendations has a major impact on their acceptability and application.

Recommendations and possible management options should be easily understandable,

specific, and clearly presented. Each recommendation should provide a concrete and precise

description of which management is appropriate in which situation and in what patient

group.

If there is uncertainty about the best management this should be clearly stated.

Rating the item

Define and examine the recommendations in the guideline.

Guidelines for rating item 14:

4: Strongly Agre e most of the recommendations are specific and unambiguous

3-2: Agre e / D i s a g re e only some of the recommendations are specific and 
u n a m b i g u o u s

1: Strongly Disagre e most of the recommendations are not specific or are ambiguous
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Item 15. Examples of 4 rating

Example 1.  C e n t re for Health Services Research, University of Newcastle upon Tyne and the 
Medicines Evaluation Group, Centre for Health Economics, University of York. 
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000. w w w. n i c e . o r g . u k

Patients with prior myocardial infarction and heart failure
- Patients with prior myocardial infarction and heart failure are a relatively ill group of patients

and care is required when initiating drug treatments (D).
- All patients should be offered long term treatment with an ACE inhibitor and then a beta-

blocker (not all beta-blockers have a licence for this indication). In addition they should be 
treated with an antiplatelet drug (aspirin). Patients who have moderate or severe heart failure
(New York Heart Association (NYHA) grade 3 or 4) should be treated with spironolactone. All 
of these treatments are cost effective (A).

- Patients are likely to continue to need symptomatic treatment with a loop diuretic (D). In 
patients with mild symptoms of heart failure (NYHA grade 1 or 2) it is unclear whether 
spironolactone decreases premature mortality. It may represent a reasonable choice of adjuvant
symptomatic therapy (D).

- As patients with heart failure were almost always excluded from trials there is no evidence on
which to recommend the use of statins in such patients. Statin use will be influenced by clinical
and practical considerations, such as whether patients were treated with them prior to 
developing heart failure (D).

Example 2.  Cancer Care Ontario Practice Guidelines Initiative.
Guideline Management of Ductal Carcinoma In Situ of the Bre a s t .
Practice Guideline Report No. 1-10, 2002.
w w w. c c o p e b c . c a

R e c o m m e n d a t i o n s
- Women with ductal carcinoma in situ (DCIS) of the breast who are candidates for breast 

conserving surgery should be offered the choice of lumpectomy or total mastectomy. 
- Mastectomy with the option for reconstruction remains an acceptable choice for women 

preferring to maximise local control. 
- When lumpectomy is performed, all evidence of disease should be resected. 
- Standard reporting of pathologic features, including assessment of tumour size, margin status,

nuclear grade and the presence/absence of comedo necrosis, is recommended. 
- Women who have undergone breast conserving surgery should be offered postoperative breast

irradiation. Women with small (less than 2.5 cm) well-differentiated tumours that are fully 
resected with clear margins (greater than 10mm) should consider participating in clinical trials
exploring radiation versus wide excision alone.
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Item 16. The different options for management of the condition are clearly presented

For some recommendations there may be different options of management for the

condition under consideration. These possible options or alternatives should be clearly

presented in the guideline.

Rating the item

Examine the recommendations and their supporting evidence.

Guidelines for rating item 16:

4: Strongly Agre e in answering the questions covered by the guideline, different 
possible options are discussed in the guideline. If different 
options could be recommended for a procedure or 
management of a condition, they should be clearly presented

3-2: Agre e / D i s a g re e for some of the questions different options are mentioned but
not clearly stated

1: Strongly Disagre e the guideline does not present different options at all
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Item 16: Examples for 4 rating

Example 1. New Zealand Guidelines Group. Guidelines for the management of 

heavy menstrual bleeding, 1998. www.nzgg.org.nz 
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Example 2.  Cancer Care Ontario Practice Guidelines Initiative.
Guideline Management of Ductal Carcinoma In Situ of the Bre a s t .
Practice Guideline Report No. 1-10, 2002.
w w w. c c o p e b c . c a

Disease site group consensus pro c e s s
In the surgical management of DCIS, the choice between mastectomy and lumpectomy should be
dependent upon patient preference and the results of clinical, mammographic and pathologic
evaluation. Mastectomy is indicated for patients at high risk of recurrence. High-risk factors
include large size tumours (>5 cm), multi-area tumours, or extensive DCIS with close margins.
Mastectomy with the option of reconstruction is also an acceptable option for women preferring
to maximise local control or who are at higher risk (e.g. high grade lesions or comedonecrosis).
Given the importance of breast conservation for the patient, the potential for salvage, and that
breast conserving surgery is often performed in patients with more aggressive tumour types;
lumpectomy is an equally acceptable option for eligible women with DCIS. 

While the risk of tumours developing in the contralateral breast is greater in patients who receive
r a d i o t h e r a p y, it must be weighed against the greater benefit of a lower risk of recurrence in the
ipsilateral breast for those patients who receive radiotherapy. 

There is some evidence to suggest that patients with small, low-grade lesions with clear margins
greater than 10mm have a sufficiently low risk of recurrence to forgo breast irradiation. Eligible
patients should be encouraged to participate in ongoing clinical trials. 
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Item 17. The key recommendations are easily identifiable

Users should be able to find the recommendations addressing the main clinical questions

easily. The guideline should be logically structured with clear headings and indexes. Some

recommendations may contain a complex decision structure with a range of possible

strategies. These strategies should be clearly presented, for example in the form of flow

charts, which may be in a computerised format. 

Rating the item

Examine the clinical content of the guideline.

Guidelines for rating item 17:

4: Strongly Agre e all key recommendations are easily identifiable

3-2: Agre e / D i s a g re e the key recommendations can be found but are not easily 
i d e n t i f i a b l e

1: Strongly Disagre e there are no key recommendations
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Item 17: Example for 4 rating

New Zealand Guidelines Group. Guidelines for the management of heavy menstrual
bleeding, 1998. www.nzgg.org.nz

SYNOPSIS 
Assessment
- Women who have a normal haemoglobin level should be encouraged to chart their menstrual blood loss by

using a pictorial blood loss assessment chart (Fig 6.1) (Grade B). 
- Women with erratic menstrual bleeding should be referred to a specialist as endometrial polyps and 

submucous fibroids are more likely to be present (Grade B).
- Perimenopausal women with irregular cycles but normal blood loss do not require referral (Grade C).
- An abdominal and pelvic examination should be performed in women presenting with heavy menstrual 

bleeding with the possible exception of women under the age of 20 as the likelihood of pathology is small
(Grade C).

- Women with an abnormal pelvic examination, should have an ultrasound to confirm the findings and 
specialist referral (Grade C).

- A full blood count should be offered to all women presenting with heavy menstrual bleeding (Grade A).
- Women with severe anaemia (<80 g/l) should be referred to a specialist because of the increased likelihood

of need for surgery (Grade C).
- Thyroid function tests do not need to be routinely performed in women with heavy menstrual bleeding 

unless the woman has symptoms or signs of hypothyroidism (Grade C).
- The following women with heavy menstrual bleeding are recommended to have a transvaginal ultrasound 

of the endometrium
- weight  ≥ 90 kg
- age ≥ 45 years old
- other risk factors for endometrial hyperplasia or carcinoma  such as infertility or nulliparity, family 

history of colon or endometrial cancer, exposure to unopposed oestrogens (Grade B).
- If transvaginal ultrasound is not available then an endometrial sample should be taken (Grade C).
- If the endometrial thickness on TVS is ≥12 mm an endometrial sample should be taken to exclude 

endometrial hyperplasia (Grade A).
- Failure to obtain sufficient material for histological diagnosis does not require further investigation unless 

the endometrial thickness is ≥12 mm (Grade B).
- Hysteroscopy and biopsy is indicated for women with erratic menstrual bleeding, failed medical therapy, or

transvaginal ultrasound suggestive of intrauterine pathology such as polyps or submucous fibroids (Grade B).
- Tests for coagulopathy are only indicated in women who have suspicious features in the history or 

examination (Grade C).

Medical Management
- The following treatments are effective in reducing regular heavy menstrual bleeding:

Levonorgestrel intrauterine system
Tranexamic acid (menstruating days only)
Non-steroidal anti-inflammatory agents (menstruating days only)
Oral contraceptive pill (Day 5-25)
Long course of high dose norethisterone (Day 5-25)
Danazol (daily continuous) (All Grade A)

- Progestogens (norethisterone or medroxyprogesterone acetate) given in the luteal phase (Day 12-26), are 
not effective in reducing regular heavy menstrual bleeding (Grade A).

- Treatment with norethisterone for 21 days (Day 5-25) is effective in reducing menstrual blood loss (Grade A)
- Emergency suppression of a heavy prolonged menstrual bleed can be achieved by norethisterone 15 mg/day

or medroxyprogesterone acetate 30 mgs/day for 3 weeks (Grade C).
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Item 18. The guideline is supported with tools for application

There are many different ways to present a guideline. A full guideline is unlikely to be used

in practice because it is too voluminous. Therefore it will need to be summarised in a more

digestible format for the users. This may include for example, a summary document,

educational tools, patient leaflets, computer support or other aids.

Rating the item

Examine the paragraph on the dissemination/implementation of the guideline and, if

available, the specific accompanying materials that have been produced to support the

dissemination and implementation of the guideline.

Guidelines for rating item 18:

4: Strongly Agre e the guideline is supported with different tools for application, f
or instance a summary document, patient leaflets and computer
a i d s

3-2: Agre e / D i s a g re e the guideline is only supported with a summary document. The
usability of the format of the summary determines the rating 3
or 2 

1: Strongly Disagre e the guideline is not supported with any tool for application
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Item 18: Example for 4 rating

New Zealand Guidelines Group. Guidelines for the management of heavy menstrual
bleeding, 1998. www.nzgg.org.nz

Heavy Menstrual Bleeding Recommended Medical Investigations and Treatment for Heavy Menstrual Bleeding:
Information for Women

Introduction
Heavy menstrual bleeding, or menorrhagia, is a problem for many women. 11 % of GP referrals for women to
specialists are to investigate heavy menstrual bleeding. Women with a regular heavy blood loss are also at risk
of being iron deficient, anaemic, tired and lacking in energy. Menorrhagia generally refers to menstrual blood
loss of more than 80 mls per cycle. 

Of the pre-menopausal women having hysterectomies in New Zealand, 80% (3,500) are for heavy menstrual
bleeding. In NZ, 1 in 5 (20%) women have a hysterectomy by the age of 50. In the UK the rate is 17%. American
women have a 40% incidence (includes all ages) whilst in Denmark the lifetime incidence is only 10%. There
are, however, big variations between services and practitioners, in both the treatments provided to women with
heavy bleeding, as well as the incidence of hysterectomies. 

A hysterectomy incurs a cost for women (emotional, financial and recovery), and for the health service. As there
are other less invasive treatments for heavy menstrual bleeding that are effective, these should be considered
first. 

This pamphlet provides information about procedures for diagnosing and investigating heavy menstrual
bleeding as well as options for treatment that have been shown to be effective. This information is based on
evidence from research studies as well as expert opinion. 

Diagnosis & Investigations 
It is strongly recommended that all women with heavy menstrual bleeding problems have a full blood count to
check for iron deficiency, anaemia or rare blood disorders. 
Using a menstrual calendar or pictorial chart of bleeding during a period is a helpful way to tell the exact
amount of blood loss. An abdominal and pelvic examination is usually recommended and an ultrasound may be
carried out. A referral to a specialist should be made if any pelvic abnormalities are found, or when a woman
has severe anaemia. 
Women 45 years and over, women who weigh over 90 kilos, or infertile women with heavy bleeding problems
are advised to have an abdominal or abdominal or transvaginal ultrasound (TVS) or endometrial sample taken
to check for abnormalities of the lining of the uterus. This also applies to women with polycystic ovary syndrome
(PCOS), as well as those taking oestrogen-only hormones. This assessment is to exclude cancer and abnormal
cells, which could develop into uterine cancer.
Hysteroscopy and biopsy is indicated for women with irregular menstrual bleeding, or who have had an
ultrasound that is suggestive of polyps or fibroids 

Effective Treatments for Heavy Menstrual Bleeding 

Medical Treatment 
The following medical treatments are effective in reducing regular heavy menstrual bleeding. Long term
therapy may be necessary, however, as symptoms usually return once these treatments are stopped. The severity
and frequency of side effects, including the impact on fertility, need to be taken into account if long-term
medical therapy is being considered. 
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New Zealand Guidelines Group. Guidelines for the management of heavy menstrual
bleeding, 1998. www.nzgg.org.nz (cont)

Heavy Menstrual Bleeding Recommended Medical Investigations and Treatment for Heavy Menstrual Bleeding:
Information for Women

Intrauterine device (IUD) that release progesterone such as levonorgestrel intrauterine system (IUS) can be
successfully used to both reduce heavy bleeding and provide contraception. This IUS system has a low infection
rate. A progesterone-releasing IUS can be used for five years so is effective as a long-term solution for heavy
bleeding. Although the satisfaction level expressed by women is high, some women may stop ovulating, others
may stop menstruating and some have prolonged spotting. 
Tranexamic acid is effective when taken during a menstrual period. Side effects include nausea, diarrhoea and
leg cramps. 
Non-steroidal anti-inflammatory drugs (NSAIDs) (eg. mefenamic acid, naproxen) reduce blood loss when taken
during menstruation. Side effects include headaches, nausea and diarrhoea. Women with stomach ulcers should
not take NSAIDs as they aggravate them. Care should also be taken when NSAIDs are prescribed for women
with asthma. 
The oral contraceptive pill can be successfully used to both reduce heavy bleeding and provide contraception,
although some women dislike the side effects. 
A long course (21 days each month) of high dose norethisterone has been found to significantly reduce blood
loss but many women are not keen to continue this treatment long term due to the side effects. 
• The daily continuous use of danazol, a synthetic steroid, is extremely effective in reducing heavy bleeding. It
is, however, an unpopular treatment as side effects include weight gain, depression, acne, head-aches and the
development of male characteristics such as hair growth and a deepening of the voice. 
Progesterones (provera, norethisterone or medroxyprogesterone acetate) taken during the luteal phase of the
menstrual cycle (days 12-26) are not effective in reducing heavy bleeding.

Surgical Treatments 
The endometrium can be destroyed using a variety of techniques, but there is a 40% risk of needing a further
operation after 4 years due to the return of symptoms. Although these techniques have fewer complications,
have shorter operating times, faster rates of recovery and are less invasive than hysterectomy - these advantages
may be outweighed by the need for repeat procedures. 

Women are, however, more likely to be satisfied with endometrial ablation than taking medication for heavy
bleeding. Ablation can be performed a number of ways - using cryosurgery, laser ablation, resection, roller ball
and heat destruction by balloon. 
There is a similar satisfaction rate and treatment success with endometrial ablation, and the levonorgestrel
intrauterine system. 
Women who have a hysterectomy for heavy bleeding express a high level of satisfaction, particularly if they
have had a vaginal hysterectomy. Side effects from hysterectomy are common and include post operative
infection (25% -50% for abdominal hysterectomy and 6% -15% for vaginal hysterectomy). For most women the
pain, bleeding and any bladder disturbances will have resolved by 6 weeks. The return to full activities usually
takes 4-8 weeks after a hysterectomy.
Dilatation and curettage (D&C) should not be used to treat heavy menstrual bleeding, although it may have a
role in diagnosis in some circumstances if other to sample the endometrium are unsuccessful. 

For further information about the management of heavy menstrual bleeding contact your general practitioner,
or a local women’s health group for information about self-help methods. 

The information in this pamphlet is based on ‘Guidelines for the Management of Heavy Menstrual Bleeding’ -
a report prepared for the National Health Committee, June 1998. Copies of the report and further copies of this
brochure may be obtained from the National Health Committee, PO Box 5013, Wellington.
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APPLICATION

Item 19. The potential organisational barriers in applying the recommendations have been

discussed.

Applying the guideline recommendations may require changes in the organisation of care

within a service or a clinic – for example, the establishment of multidisciplinary stroke units,

or shared care arrangements for management of patients with asthma or diabetes. These

changes may be a barrier to using the recommendations in daily practice and should be

discussed in the guideline.

Rating the item

Examine the paragraph on the dissemination/implementation of the guideline or, if

available, additional documents with specific plans or strategies for implementation of the

guideline.

Guidelines for rating item 19:

4: Strongly Agre e the guideline discusses the potential organisational barriers in 
detail and provides concrete suggestions how to deal with these

3-2: Agre e / D i s a g re e the guideline mentions the potential organisational barriers 
only in general terms

1: Strongly Disagre e the guideline does not mention the potential organisational 
b a r r i e r s
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Item 19 - Examples for a 4 rating

New Zealand Guidelines Group. Guidelines for the management of heavy menstrual bleeding, 1998.
w w w. n z g g . o r g . n z

Chapter 4. Implementation

4.1 Driving forc e s . There are a number of driving forces that will assist the implementation of this
Guideline. These will include the following; patient and practitioner demand for effective treatments,
avoidance of ineffective treatments, accreditation requirements, requirements for cost effective and
inexpensive treatments and assessment of quality of service audits.

4.2 Restraining forc e s that will hinder the implementation of this Guideline. These include the
following; reduced access of patients to diagnostic tests and specialist services, perception by patients
that medical treatments are ineffective, reluctance of practitioners to change current practice, cost of
retraining of GPs in diagnostic tests and specialists in newer surgical techniques (endometrial ablation),
fee for service structure for primary care, and private specialist services, decreased access to certain
treatments including tranexamic acid, levonorgestrel intrauterine system, transvaginal ultrasound and
endometrial ablation techniques.

4 . 3 Suggested implementation strategies
4.3.1 Provide increased government funding for the following

4 . 3 . 1 . 1 Tranexamic acid is currently only available under specialist only prescribing 
provisions of Pharmac. Although this was reviewed in 1997 it was declined by Pharmac.
The cost of the medication has come down in recent years and as it is more effective 
than other preparations such as low dose norethisterone, it would seem mandatory for
this to be released from specialist only prescribing restrictions. It is also only available 
from hospital pharmacies and this also means that the patient is inconvenienced.

4 . 3 . 1 . 2 Levonorgestrel intrauterine system. This system has recently been licensed in 
New Zealand but is not currently publicly funded for patients. The cost of $285 includes
GST but as it lasts for 5 years it is equivalent to $5 per month. 

4 . 3 . 1 . 3 Increased provision of ultrasound services to GPs and increased provision of 
training in transvaginal ultrasound will be necessary in order to have wider access to 
publicly funded ultrasound services for primary healthcare provided. This will involve the
establishment of more ultrasound units with transvaginal facilities in rural districts.

4.3.2 Ensure funding for training
4 . 3 . 2 . 1 Very few GPs currently do endometrial sampling in New Zealand. If GPs are able

to do endometrial sampling it will reduce the need for specialist referral. It is possible to
train GPs in this during their Diploma in O & G training as it is very similar to inserting 
an intrauterine device.

4 . 3 . 2 . 2 I ncreased training of specialists in hysteroscopic surgery. Currently very few 
specialists across the country are doing hysteroscopic surgery. Of 140 specialists it is 
estimated that only 15 are doing hysteroscopic surgery. In the United Kingdom over 
60% of units are providing a service for hysteroscopic surgery which includes 
endometrial ablation and resection of submucous fibroids. In New Zealand increased 
training needs to be provided for specialists to upskill in this area as well as greater 
access to other hysteroscopic techniques such as balloon ablation.
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Item 19 - Examples for a 4 rating

New Zealand Guidelines Group. Guidelines for the management of heavy menstrual bleeding, 1998.
w w w. n z g g . o r g . n z ( c o n t ’ d )

4.3.3 Provision of streamlined specialist services.
There is great potential for the provision of a streamlined service for women with heavy menstrual
bleeding. In a single outpatient visit a patient could be reviewed by a gynaecologist, have either a
transvaginal ultrasound and endometrial sample taken, and then once treatment options are
discussed, have either medical treatment instituted including the siting of the levonorgestrel
intrauterine system, or undergo outpatient hysteroscopy and endometrial ablation by balloon therapy
all in the one visit. One example of a clinic with a similar service already exists in Wellington (Dr A
Ansari, personal communication) and a one clinic has reported similar service in the United Kingdom
(Baskett, 1996).

4.3.4 Dissemination of Guideline by members of the working party and the Ministry of Health
The following suggestions have been made. All the members of the working party were supportive of
promoting this Guideline in their own fields. However the following were also suggested;

- New Zealand Guideline Group web page
- Articles in NZ Medical Journal, GP, NZ Doctor, Kaitiaki
- pullout laminated for easy access
- National Health Committee mailout to all doctors
- Pamphlets for consumers 
- NZ Wo m e n ’s Weekly 
- Press release 

The Guideline has been endorsed by both the Royal New Zealand College of Obstetricians and
Gynaecologists, and the Royal New Zealand College of General Practitioners and it is hoped that it will
be utilised widely.  Provision of a laminated section that could be left in a doctor’s surgery may improve
utilisation. A pamphlet for consumers has been prepared and it is hoped that these will be available
in all general practices and gynaecology clinics throughout the country.

4.3.5 Provide specific targeted information and strategies to Maori and Pacific Island women. 
A survey of 70 premenopausal women from Maori (19%), Pacific Island (22%), European (33%) and
other (26%) background was undertaken. Attitudes to diagnostic testing and treatments were
recorded. Wo m e n ’s preferences, regardless of age or race, were for less invasive tests such as
transabdominal ultrasound but when it was explained the benefits of TVS or pipelle sampling, most
stated that they would agree to these tests if it was medically indicated. With regard to interventions,
there was a preference for surgical therapy over medical therapy with the exception of Maori and
Pacific Island women. Side effects, including the LNG IUS, was the stated reason for declining medical
therapy in most instances (C Farquhar, personal communication 1998).

This survey suggests that for this Guideline to be implemented, careful explanation of diagnostic
testing and medical therapy will be necessary.
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Item 20. The possible cost implications of applying the recommendations have been

considered.

There may be circumstances where the recommendations require additional resources before

they are applied. Because health resources are finite and the costs of care are ever increasing

the likely cost implications for applying the recommendations should be discussed.

Rating the item

Examine the paragraph(s) on the dissemination/implementation of the guideline or, if

available, additional documents with specific plans or strategies for implementation of the

guideline. Some guidelines present cost implications in the paragraphs that discuss the

evidence or decisions behind the recommendations.

Guidelines for rating item 20:

4: Strongly Agre e the guideline discusses the potential cost implications in detail

3-2: Agre e / D i s a g re e the guideline considers the potential cost implications in 
g e n e r a l

1: Strongly Disagre e the guideline does not mention the potential cost implications
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Item 20 - Examples for a 4 rating

C e n t re for Health Services Research, University of Newcastle upon Tyne and the Medicines
Evaluation Group, Centre for Health Economics, University of York. Evidence-based Clinical
Practice Guideline. 
P rophylaxis for patients who have experienced a myocardial infarction: drug treatment, card i a c
rehabilitation and dietary manipulation, 2000.
w w w. n i c e . o r g . u k

Since resources are limited, the additional benefits of each new treatment should be set against their costs.
Some major trials for some drugs report reductions in hospitalisations during the trial follow-up period:
subsequent economic analyses offset the costs of the drugs with savings due to reductions in admissions.
Unfortunately these savings are not reported consistently for different drugs. One approach might be to
o ffset drug cost only where trial data is available to demonstrate this. However, savings achieved are
a ffected by the underlying risk of patients enrolled in a trial in the same manner as mortality data are. The
various drugs are predicted to achieve similar relative reductions in mortality and morbidity and it is
plausible that reductions in hospitalisations will be similar for all of the drugs for new patients being
treated. A potential criticism of analysing reductions in hospitalisations measured in trials is that morbidity
may have been delayed during the trial period but that patients still have a chronic disease that will
progress in time. Additionally, although a drug may achieve additional survival, health care costs tend to
increase with age. Consequently it is uncertain whether resource savings achieved in trials of cardiovascular
disease are permanent or only temporary.
Analysis restricted to using comparable data for all treatments means using just the acquisition costs of the
drugs. It is recognised that the net cost of treatments may be overestimated by leaving out reductions in
hospitalisation, but that this is likely to be a consistent bias that will not alter their relative costs.

All drugs included in major trials have been costed. Drug treatments for patients with previous
myocardial infarction (Appendix 15) and previous myocardial infarction with heart failure (Appendix 16)
were costed using the dosing schedules found in the trials. Assuming a common class effect for the
e ffectiveness and tolerability of drugs, the cheapest (based on comparative costs as of November 1999) are
shown in Table 3. It is recognised that there is a potential impact on compliance when trading-off cost and
frequency of dosing; this is reflected by showing the cheapest once or twice daily dose where this is more
expensive than a cheaper but more frequent dose requirement.
Subcutaneous insulin infusion, as a prophylactic treatment for patients with diabetes and prior
myocardial infarction, is not a licensed indication in England. Mediterranean diet-type interventions are
problematic since patients may bear considerable costs in dietary modification and the trial interventions
involved considerable investment by the trialists for which the required resources are unclear. Both of these
interventions have been left uncosted although both interventions appear effective. National published
data provide a cost for (non-elective) cardiac rehabilitation of £3,035 per person (IQR: £1,705 to £3,503; HRG
Code S23, 1998 data).

Considering the acquisition costs of drugs for patients with previous myocardial infarction it is clear that
beta-blockers and aspirin are not only effective first line treatment but also very good value for money.
Similarly all treatments with patients additionally with heart failure appear good value. In the light of the
apparent survival gains, none of the available treatments shown present an unacceptable cost.

In summary GPs and patients are presented with an array of effective drugs for patients post
myocardial infarction, with or without complicating heart failure. The value of these should be
discussed with patients, and if appropriate, initiated and continued if tolerated.
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Centre for Health Services Research, University of Newcastle upon Tyne and the Medicines
Evaluation Group, Centre for Health Economics, University of York. Evidence-based Clinical
Practice Guideline. 
Prophylaxis for patients who have experienced a myocardial infarction: drug treatment,
cardiac rehabilitation and dietary manipulation, 2000.
www.nice.org.uk (cont/)

Table 3: Comparative cost of drug treatments for patients with previous myocardial 
infarction

Drug class Drug1 Daily Dose2 Cost/year3

Patients with myocardial infarction

ACE Inhibitors ramipril (tritace) 5mg twice daily 249
Antiplatelet drugs aspirin (generic) 75mg once daily 2
Beta-blockers propranolol (generic) 80mg three times daily 8

metoprolol (betaloc) 100mg twice daily 45
Statins pravastatin (lipostat) 40mg once daily 387

simvastatin (zocor) 20-40mg once daily 387

Patients with myocardial infarction and heart failure
ACE Inhibitors captopril (generic) 25-50mg three times daily 36

ramipril (tritace) 2.5-5mg twice daily 241
Beta-blockers propranolol (generic) 40mg three times daily 4

bisoprolol (emcor/monocor) 5-10mg once daily 118
Spironolactone spironolactone (generic) 25mg once daily 22

1 For a full listing of the doses and costs of drugs, by drug class, with trial evidence for 
treatment in patients with myocardial infarction or myocardial infarction and heart 
failure see Appendices 15 and 16 respectively.

2 Doses shown are the target doses used in trials. Where a dose range has been reported 
the cost has been calculated by weighting the proportions of each dose used, see 
Appendices 15 and 16. Where the cheapest form of a drug represents the most 
convenient (once daily dosing) this is listed exclusively. Where there is a trade-off
between more convenient dosing and cost, several forms are listed.

3 Reimbursed cost to prescribe the cheapest priced form of the drug for one year. Source 
of cost (eMIMS, Nov. 1999). Drug costs vary over time and this table illustrates the 
relative positioning of drugs based on costs as of November 1999. Practitioners may wish 
to consult an up to date formulary.
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Item 21. The guideline presents key review criteria for monitoring and/or audit purposes

Measuring the adherence to a guideline can enhance its use. This requires clearly defined

review criteria that are derived from the major recommendations of the guideline. The

guideline should list criteria against which implementation of the recommendations can be

monitored and audited. Where possible, these should be linked with minimum data sets

routinely collected in hospitals and general practice.

Rating the item

Examine the paragraph on audit or monitoring the use of the guideline or, if available,

additional documents with specific plans or strategies for evaluation of the guideline.

Guidelines for rating item 21:

4: Strongly Agre e the guideline presents key review criteria derived from the key
r e c o m m e n d a t i o n s

3-2: Agre e / D i s a g re e the guideline mentions the evaluation of the guideline in 
practice, but does not present key review criteria

1: Strongly Disagre e the guideline do not present review criteria nor mention the 
evaluation of the guideline in practice
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Item 21 - Examples for a 4 rating

Example 1. C e n t re for Health Services Research, University of Newcastle upon Tyne and 
the Medicines Evaluation Group, Centre for Health Economics, University of York. 
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000.
w w w. n i c e . o r g . u k

Audit Criteria
The following audit criteria are suitable for use in primary care and are concordant with those
within the National Service Framework for Coronary Heart Disease. The baseline population is
those patients discharged from hospital having survived a myocardial infarction. The audit criteria
require the identification of a sub-set of patients with heart failure.
- Number (and %) of all patients with and without heart failure appropriately taking beta-

b l o c k e r s
- Number (and %) of all patients with and without heart failure appropriately taking aspirin
- Number (and %) of all patients with and without heart failure appropriately taking a statin
- Number (and %) of patients with and without* heart failure appropriately taking an ACE 

i n h i b i t o r
- Number (and %) of patients with heart failure appropriately taking spironolactone
- Number (and %) of all patients (i) offered and (ii) enrolled into a rehabilitation programme

* This criterion is not directly concordant with the NSF due to evidence that has emerged since 
the NSF was written.

Example 2. Scottish Intercollegiate Guidelines Network (SIGN). 
Management of Sore Throat and Indications for To n s i l l e c t o m y. 
SIGN Publication 34, 1999. w w w. s i g n . a c . u k .

7.1 KEY POINTS FOR AUDIT
7.1.1 MANAGEMENT OF ACUTE SORE THROAT
- Antibiotic prescription rate for sore throat in general practice.
- Number of patient visits to the general practitioner for sore throat symptoms.
7.1.2 REFERRAL CRITERIA FOR SURGERY
- Criteria for referral to hospital from general practice.
- Operation rate with reference to the referral criteria.
7.1.3 ADMISSION RATES FOR SUPPURATIVE COMPLICATIONS OF SORE THROAT
- Rates of hospital admission for sore throat complication, such as peritonsilitis, quinsy, and 

parapharyngeal abscess.
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Item 22. The guideline is editorially independent from the funding body

Some guidelines are developed with external funding (e.g. government funding, charity

organisations, pharmaceutical companies). Support may be in the form of financial

contribution for the whole development, or for parts of it, e.g. printing of the guidelines.

There should be an explicit statement that the views or interests of the funding body have

not influenced the final recommendations.

Rating the item

Examine the paragraph on the guideline development process or acknowledgements

section.

Guidelines for rating item 22:

4: Strongly Agre e the guideline explicitly states that the guideline has not been 
influenced by the views or interests of the funding body or that
it was developed without external funding

3-2: Agre e / D i s a g re e the guideline mentions the funding body but it is not clear what
its influence was on the formulation of the final 
r e c o m m e n d a t i o n s

1: Strongly Disagre e the guideline does not give any information about the funding
body or the guideline organisation responsible for the guideline
evaluation of the guideline in practice
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Item 22: Examples for 4 rating

Awaiting example.
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Item 23. Conflicts of interest of guideline development members have been recorded

There are circumstances when some members of the development group hold a position that

conflicts with their involvement with the guideline group. All guideline group members

therefore complete a declaration of interests, and potential members with significant

personal interests (e.g. large shareholdings in a pharmaceutical company manufacturing a

drug relevant to the guideline topic, or acting as a consult to such a company) would not be

eligible to take part in that guideline.

Rating the item

Examine the paragraph on the guideline development group or acknowledgements section.

Guidelines for rating item 6:

4: Strongly Agre e the guideline mentions the conflicts of interest of the group 
members or includes a statement that these have been recorded
using standard forms

3-2: Agre e / D i s a g re e the guideline states that the group members have no conflicts 
of interest, but does not give information how this was 
r e c o r d e d

1: Strongly Disagre e the guideline does not include a statement about the conflicts 
of interest of the group members
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Item 23 - Examples for a 4 rating

Example 1. C e n t re for Health Services Research, University of Newcastle upon Tyne and 
the Medicines Evaluation Group, Centre for Health Economics, University of York. 
Evidence-based Clinical Practice Guideline. Prophylaxis for patients who have 
experienced a myocardial infarction: drug treatment, cardiac rehabilitation and 
dietary manipulation, 2000.
w w w. n i c e . o r g . u k
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4. Instructions for overall judgement

The AGREE Instrument provides criteria to assess the quality of clinical guidelines. These

criteria mainly concern the methods used for developing the guideline and the quality of

the reporting. However, the clinical content of the recommendations applied in local

settings, and their impact on patients’ outcomes should also be taken into account in order

to make an overall judgement about the usefulness of the guideline. This can be

interpreted as a weighted judgement about the scientific rigour of the process for

developing guideline as well as the practical considerations of applying it.

Rating the overall assessment

The appraiser should make a judgement based on the guideline as a whole as well as the

rating of individual items. It is unlikely that a guideline will rate high on all of the items

and domains. The number of high rated items and the balance between the domains

should help determine the overall assessment of the guidelines. 

Guidelines for rating the overall assessment:
S t rongly Recommend the guideline rates high (3 or 4) on the majority of items and 

most domain scores are above 60%.  This indicates that the 
guideline has a high overall quality and that it could be 
considered for use in practice without provisos or alterations

R e c o m m e n d the guideline rates high (3 or 4) or low (1 or 2) on a similar 
(with pro v i s o s number of items and most domain scores are between 30 and 
or alterations) 60%. This indicates that the guideline has a moderate overall 

q u a l i t y. This could also be due to insufficient or lacking 
information in the guideline for some of the items. If provisos or
alterations are made – and sufficient information is provided on
the guideline development method - the guideline could still be
considered for use in practice, in particular when no other 
guidelines on the same clinical topic are available.

Would not re c o m m e n d the guideline rated low (1 or 2) on the majority of items and 
most domain scores are below 30%. This indicates that the 
guideline has a low overall quality and serious shortcomings. 
Therefore it should not be recommended for use in practice.
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5. Glossary of terms and concepts

Applicability is the extent to which a guideline can be used in clinical practice by the target

users. This can be influenced by factors such as a) the complexity of the guideline, b) the need

for new knowledge or skills, c) the need for organisational changes or additional resources,

d) the compatibility with existing norms and values in practice, and e) the acceptance of the

guideline by patients.9

Application is the use of guidelines in clinical practice. To be effective, application relies on

adequate dissemination and implementation strategies. Tools for application are aids to

enhance effective application, such as quick reference guides, computer software and patient

leaflets.

Appraisal can be defined as the estimation of the worth or value of something judged

according to appropriate criteria that are defined and justified, for making informed

decisions.14 15

Audit is the systematic, critical analysis of the quality of medical care, including the

procedures used for diagnosis and treatment, the use of resources, and the resulting outcome

and quality of life for the patient.13

Clinical practice guideline - is a document that includes a set of systematically developed

statements (recommendations) to assist practitioner and patient decisions about appropriate

health care for specific clinical circumstances (adapted from IOM, 1992).1 The terms ‘clinical

practice guideline’ and ‘clinical guideline’ are considered as synonyms. 

Consensus is a process that synthesises collective knowledge and information for establishing

a recommendation when a state of uncertainty exists. In the context of guideline

development consensus can be achieved by different methods.6

Dissemination is the communication of guidelines to the target users in order to improve

their knowledge and skills.10 Different media can be used such as professional journals, mass

media, conferences, educational courses or local opinion leaders.
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Documentation is all available background information about the guideline development

process and the plans for implementing and evaluating the guideline. This could be

documented in the guideline itself or in accompanying materials such as published papers,

technical or policy reports.

Evidence is a collection of empirical observations about the apparent relation between

events.3 Sources of evidence are (1) the findings and results from clinical – patient-based -

research and physiological experiments and (2) the unsystematic observations of individual

healthcare providers. Evidence-based guidelines are developed by using explicit criteria and

systematic methods for reviewing the evidence for clinical effectiveness and by linking the

recommendations to the quality of the underlying evidence.4 The quality of the evidence is

related to the extent to which all aspects of a study’s design and conduct can be shown to

protect against systematic bias, non-systematic bias, and inferential error.5

External review is the process where the draft guideline is scrutinised by independent experts

prior to publication. The comments received from reviewers are discussed by the guideline

group and may lead to amendments to the guideline. This process generally enhances the

validity of the final guideline and increases the likelihood that patients will benefit from the

guideline.7 8

Implementation is the structured and schematic introduction of guidelines aiming at

effective and sustained use of the guidelines in practice.11 A number of strategies are often

combined to a functional programme, which may include interventions orientated toward

health professionals (e.g., outreach visits, audit and feedback, reminders), organisational and

financial interventions.12

Key recommendations are recommendations that answer the main clinical questions covered

by the guideline.

Pilot testing is the process of pre-testing the draft guideline and applying its

recommendations in local practice prior to publication. Problems in using the guideline (e.g.

complexity, lack of skills, organisational barriers, negative reactions from patients) are

reported and discussed by the guideline group and may lead to amendments to the

guideline. This process generally enhances the validity and 
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feasibility of the final guideline and increases the likelihood that the guideline will be

implemented successfully into local practice for the benefit of patients. 7 8

Quality of clinical guidelines is the confidence that the potential biases of guideline

development have been addressed adequately and that the recommendations are both

internally and externally valid, and are feasible in practice.2

Review criteria are systematically developed statements that can be used to assess the

appropriateness of specific health care decisions, services, and outcomes.1

Stakeholders can be broadly defined as individuals, or groups of individuals who have a

direct interest in clinical guidelines and who are involved at some stage of the guideline

development process (adapted from NICE, 2001).8

Target population is the patient population to which guideline recommendations are

intended to apply.7
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Appendix 1. AGREE partners who participated in the development of the AGREE
Instrument

Countries Individuals Organisations
European countries
Denmark Finn Kristensen, MD, PhD Danish Institute for Health Technology 

Pia Bruun Madsen Assessment, Copenhagen
Camilla Palmhøj-Nielsen

England Françoise Cluzeau,  PhD St George's Hospital Medical School, 
London

Gene Feder, MD, FRCGP Barts and The London Queen Mary’s
School of Medicine and Dentistry,
University of London

Claire Hunt, MSc Institute of Psychiatry, London
Peter Littlejohns, MBBS, MD National Institute for Clinical 

Excellence (NICE), London
Finland Marjukka Mäkelä, MD, PhD, MSc Finnish Office for Health Care 

Technology Assessment, Helsinki
France Anne Bataillard, MD Fédération Nationale des Centres de 

Lutte 
Béatrice Fervers, MD Contre le Cancer
Isabelle Durand-Zaleski, PhD Hôpital Henri Mondor, Cedez
Pierre Durieux, MD Hôpital Européen Georges Pompidou, 

Paris
Germany

Günter Ollenschläger, MD, PhD Agency for Quality in Medicine, 
Cologne

Italy Roberto Grilli, MD Agenzia Sanitaria Regionale, Bologna
Netherlands Jako Burgers, MD,PhD Centre for Quality of Care Research 

(WOK), 
Richard Grol, PhD University Medical Centre Nijmegen
Joost Zaat, MD, PhD
Pieter ten Have, MD Dutch Institute for Healthcare 

Improvement 
Kitty Rosenbrand, MD CBO, Utrecht 
Niek Klazinga, MD, PhD Academic Medical Centre, University of

Amsterdam
Spain José Asua, MD, PhD Basque Office for Health Technology 

Assessment
Rosa Rico-Iturrioz, MD, MSc
Albert Jovell, MD, PhD Fundacio Biblioteca Josep Laporte, 

Barcelona
Scotland Juliet Miller, MA, MBA Scottish Intercollegiate Guidelines 

Network 
Safia Qureshi, PhD (SIGN), Edinburgh

Switzerland Bernard Burnand, MD, MPH Institut Universitaire de Médecine 
Sociale et 

John-Paul Vader, MD, MPH Préventive, Lausanne



Other countries
Canada Melissa Brouwers, PhD McMaster University and Cancer Care 

Ontario,
Steven Hanna, PhD Hamilton
George Browman, MD Hamilton Regional Cancer Centre 
Jeremy Grimshaw, MB, PhD Ottawa Health Services Research 

Institute
New Zealand Cindy Farquhar, MD, PhD New Zealand Guidelines Group, 

Auckland 
Rod Jackson, PhD Effective Practice Institute, University 

of Auckland
USA Jean Slutsky Agency for Healthcare Research and 

Quality, Rockville
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Appendix 2. Example of an AGREE workshop

Duration: 2 hours

Group size: 5-20

Target group: guideline developers

Objectives

1. appropriate use of the AGREE Instrument

2. improving methodology of guideline development

Introduction (presentation) 15-20 min

History and background AGREE Collaboration

Background and stages of development AGREE Instrument

Purpose(s) of AGREE Instrument

Discussion on purpose of AGREE Instrument 5-10 min

[applied to specific setting of participants of the workshop]

Instructions for use (presentation) 20-25 min

Explanation of domains and individual items

Illustration of calculating domain scores

Break

Appraisal of own guidelines with AGREE Instrument 30-45 min

[prepared before the workshop]

discussion of results

interpretation of guideline scores

examples of guideline appraisals are presented, in particular of known guidelines

strengths and limitations of AGREE Instrument

General discussion 20-25 min

evaluation usefulness AGREE Instrument

suggestions for (improving) AGREE Instrument

future plans

Evaluation workshop (using evaluation form) 5 min
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Appendix 3. Short appraisal form (please circle your
answer)

SCOPE AND PURPOSE

1. The overall objective(s) of the guideline is (are)
specifically described.

2. The clinical question(s) covered by the guideline
is (are) specifically described.

3. The patients to whom the guideline is meant to
apply are specifically described.

STAKEHOLDER INVOLVEMENT

4. The guideline development group includes 
individuals from all the relevant disciplines or 
stakeholders.

5. The patients’ views and preferences have been
sought.

6. The target users of the guideline are clearly 
defined.

7. The guideline has been piloted among target 
users.

METHODOLOGY

8. Systematic methods were used to search for 
evidence.

9. The criteria for selecting the evidence are 
clearly described.

10. The methods used for formulating the 
recommendations are clearly described.

11. The health benefits, side effects and risks have 
been considered in formulating the 
recommendations.

12. There is an explicit link between the 
recommendations and the supporting evidence.

13. The guideline has been externally reviewed by 
experts prior to publication.

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree



14. A procedure for updating the guideline is 
provided.

CLARITY AND PRESENTATION

15. The recommendations are specific and 
unambiguous.

16. The different options for management of the 
condition are clearly presented.

17. Key recommendations are easily identifiable.

18. The guideline is supported with tools for 
application.

APPLICABILITY

19. The potential organisational barriers in 
applying the guideline have been discussed.

20. The potential costs implications of applying the
recommendations have been considered.

21. The guideline presents key review criteria for 
monitoring and/or audit purposes.

METHODOLOGY

22. The guideline is editorially independent from 
the funding body.

23. Conflicts of interest of guideline development 
members have been recorded.

OVERALL ASSESSMENT

Would you recommend this guideline for use in
practice?

Strongly recommend

Recommend (with provisos or alterations)

Would not recommend

Unsure
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1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree

1 2 3 4Strongly Strongly 
Agree Disagree
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